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(1) Real Party in Interest 

The real party in interest in the present Appeal is St. Jude Children's Research Hospital, 
the assignee, as evidenced by the assignment set forth at Reel 012121 Frame 0660. 

(2) Related Appeals and Interferences 

None. 

(3) Status of Claims 

This application contains claims 16, 22-24, and 29-34, each of which were finally 
rejected in an Office Action mailed May 14, 2007. On August 14, 2007 Appellant appealed from 
the final rejection of claims 16, 22-24, and 29-34 (all claims currently under examination in this 
application). 

(4'> Status of Amendments 

No amendments have been made since the Office Action mailed May 14, 2007. 



APPEAL BRIEF 
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(S) Smnmarv of Claimed Subject Matter 

One aspect of Appellant's invention, as recited in independent claim 16, provides an 
isolated antibody that binds to an extracellular portion of a Breast Cancer Resistance Protein 
(BCRP) selected from the group consisting of human BCRP (huBCRP) or murine BCRP 
(mBCRP) (specification, page 8, lines 16-25; page 15, lines 1-16); wherein the extracellular 
portion of the BCRP is in its natural conformation (specification, page 9, lines 22-23); wherein 
the antibody binds to living MCF-7 or 3T3 cells expressing BCRP on their surface (specification, 
page 39, line 5 - page 40, line 2); wherein the antibody does not bind to living MCF-7 cells that 
do not express BCRP on their surface (specification, page 23, lines 25-29; page 39, lines 19-22; 
page 22, line 26 -page 24, line 17); and wherein the antibody does not bind to denatured BCRP 
(specification, page 23, lines 13-26; page 22, line 26 - page 24, line 17). 

Another aspect of Appellant's invention, as recited in independent claim 31, is an 
antibody that binds to an extracellular portion of a Breast Cancer Resistance Protein (BCRP) 
selected from the group consisting of human BCRP (huBCRP) or murine BCRP (mBCRP) 
(specification, page 8, lines 16-25; page 15, lines 1-16) generated by three steps. These three 
steps are (i) immunizing an animal with 3T3 cells that express huBCRP or mBCRP in its natural 
conformation on the cell surface (specification, page 9, lines 22-23; page 39, line 5 - page 40, 
line 2); (ii) selecting a hybridoma that secrets antibodies that bind to MCF-7 cells that express 
huBCRP or mBCRP in its natural conformation on the cell surface, said antibodies do not bind to 
MCF-7 cells that do not express huBCRP or mBCRP in its natural conformation on the cell 
surface, and do not bind to denatured BCRP (specification, page 23, lines 13-29; page 39, lines 
19-22; page 22, line 26 - page 24, line 17); and (iii) isolating an antibody from the hybridoma 
selected in step (ii) (specification, page 39, line 30 - page 40, line 2). 

In yet another aspect of Appellant's invention, as recited in independent claim 33, an 
isolated antibody is claimed. The antibody claimed in claim 33 binds to an extracellular portion 
of a Breast Cancer Resistance Protein (BCRP) selected from the group consisting of human 
BCRP (huBCRP) or murine BCRP (mBCRP) (specification, page 8, lines 16-25; page 15, lines 
1-16; page 9, lines 22-23) generated by isolating an antibody firom a hybridoma that secretes 
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antibodies that bind to MCF-7 cells (specification, page 39, line 17 - page 40, line 2) that express 
buBCRP or mBCRP in its natural conformation on the cell svirface (specification, page 23, lines 
25-29; page 39, lines 19-22), wherein said antibodies do not bind to MCF-7 cells that do not 
express huBCRP or mBCRP in its natural conformation on the cell surface (specification, page 
23, lines 25-29; page 39, lines 19-22); wherein said antibodies do not bind to denatured BCRP 
(specification, page 23, lines 13-16; page 22, line 26 - page 24, line 17); and wherein the 
hybridoma is generated from an animal immunized with 3T3 cells that express huBCRP or 
mBCRP in its natural conformation on the cell surface (specification, page 39, line 13 - page 40, 
line 2). 

(6) Grounds of Rejection to be Reviewed on Appeal 

The following grounds for rejection will be reviewed on this appeal: 

/. claims 16, 22-24, and 29-34 were rejected under 35 U.S.C. § 112, second 
paragraph as indefinite; 

//. claims 16, 22-24, and 29-34 were rejected under 35 U.S.C. § 112, first paragraph 
"as containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention." See Office Action mailed May 
14, 2007 at 3; 

///. claims 16, 22, and 31-34 were rejected imder 35 U.S.C. § 102(e) in view of U.S. 
Patent No. 6,313,277 ("the '277 patent"); 

IK claims 16, 22-24, and 29-34 were rejected under 35 U.S.C. § 102(e) in view of 
U.S. Patent No. 6,485,933 ("the '933 patent"); 

V. claims 16, 23, 24, and 29 were rejected under 35 U.S.C. § 103(a) as allegedly 
obvious over the '277 patent in view of Owens et al, J. of Immunological Methods 168: 149-165 
(1994) ("Owens"); and 
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VL claims 16 and 30 were rejected under 35 U.S.C. § 103(a) as allegedly obvious 
over the '277 patent or the '933 patent each in viev^ of U.S. Patent No. 4,281,061 ("the '061 
patent") in view of Owens. 

(7) Argument 

Summary of the Invention 

The subject application is directed, generally, to isolated antibodies that bind to an 
extracellular portion of a Breast Cancer Resistance Protein (BCRP). Applicant discovered that 
BCRP is uniquely expressed on the surface of hematopoietic stem cells and, accordingly, that 
antibodies that bind to the extracellular domain of the BCRP protein in its natural conformation 
may be utilized for the detection and isolation of hematopoietic stem cells. Applicant also 
recognized, and disclosed in their specification, that antibodies that bind to the intracellular 
regions of BCRP and/or to denatured BCRP would be ineffective in isolating viable 
hematopoietic stem cells. 

Applicant exemplified the preparation of antibodies that are specific for the extracellular 
domain of BCRP in its natural conformation by describing: (1) the use of 3T3 cells expressing 
BCRP to immunize mice, and (2) the use of the human breast cancer cell line MCF-7 made to 
express BCRP in screening assays for identifying antibodies that bind to the BCRP extracellular 
domain in its natural conformation. Applicant further confirmed that antibodies that bind to 
BCRP in its natural conformation on MCF-7 cells are unable to bind to parental MCF-7 cells that 
do not express BCRP. 

Because the resulting antibodies are raised against the extracellular domain of BCRP in 
its natural conformation, Applicant specifically excluded antibodies that bind to denatured 
BCRP. And, the skilled artisan, fully apprised of the teachings of Applicant's specification, 
would readily recognize that antibodies that bind to the intracellular domain of BCRP or to 
denatured BCRP would be ineffective in detecting and isolating viable hematopoietic stem cells 
that express BCRP in its natural conformation. 
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Accordingly, Applicant's presently claimed invention is directed to isolated antibodies 
that bind to an extracellular portion of a human or a murine BCRP, wherein the extracellular 
portion of BCRP is in its natural conformation, and wherein the antibody binds to living MCF-7 
or 3T3 cells that express BCRP on their surface. Moreover, Applicant's claims specifically 
exclude antibodies that bind to living MCF-7 cells that do not express BCRP and antibodies that 
bind to denatured BCRP. Thus, in contrast to antibodies generated against purified and/or 
denatured BCRP, the antibodies covered by Applicant's claimed invention will, for example, 
find utility in the isolation of viable hematopoietic stem cells and other cells that express BCRP 
in its natural conformation. 

/. Patentability of Claims 16, 22-24, and 29-34 Under 35 U.S. C. § 112, ^ 2. 

a. Read in light of the specification, claims 16, 22-24, and 29-34 are 
sufficiently definite. 

Applicant respectfully submits that the Examiner erred in rejecting claims 16, 22-24, and 
29-34 as indefinite under 35 U.S.C. § 112, | 2. The rejected claims specify either huBCRP or 
mBCRP. The terms "huBCRP" and "mBCRP" are not indefinite because, reading the 
specification, one of ordinary skill in the art knows that these terms correspond to a set of well- 
defined proteins, identified by SEQ ID in the specification. There is no ambiguity in what is 
claimed by using the terms huBCRP and mBCRP. 

Reciting SEQ ID numbers for BCRP in the claims is not required where, as here, the 
specification defines BCRP on a species-specific basis and recites SEQ IDs for a given species. 
Where the claim terms can be read in light of the specification to provide notice to one of 
ordinary skill in the art of the scope of the invention, those claims are not indefinite under § 1 12, 
1[ 2. See All Dental Prodx, LLC v. Advantage Dental Prods,, Inc., 309 F.3d 774, 779-80, 64 
USPQ2d 1945 (Fed. Cir. 2002). "The primary purpose of the definiteness requirement is to 
ensure that the claims are written in such a way that they give notice to the public of the extent of 
the legal protection afforded by the patent, so that interested members of the public, e.g., 
competitors of the patent owner, can determine whether or not they infringe." Id. (citation 
omitted). In this case, the claim terms "huBCRP" and "mBCRP" are species-specific proteins 
defined in the specification according to their respective SEQ ID numbers. 
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The term "BCRP" as used and defined in the specification (page 3, lines 28-31) refers to a 
genus of proteins from individual mammalian species. SEQ ID numbers are provided for 
individual species-specific BCRP sequences in the specification as filed, for example at page 8, 
lines 16-21, and at page 15, lines 10-16. Also, "BCRP" is defined on page 15, lines 6-7 as 
including "all of such ATP transport proteins obtained from any mammalian source," For 
example, the specification at If 0051, specifically states that: 

One huBCRP gene product which is encoded by the nucleotide sequence of SEQ 
ID NO: 9 and has the amino acid sequence of SEQ ID NO: 10, whereas another 
variant is encoded by the nucleotide sequence of SEQ ID NO: 26 and has the amino 
acid sequence of SEQ ID NO: 27. One mBCRP is encoded by the nucleotide 
sequence of SEQ ID NO: 13 and has the amino acid sequence of SEQ ID NO: 14 
and another mBCRP is encoded by a nucleotide sequence comprising SEQ ID NO: 
1 1 and has an amino acid sequence comprising SEQ ID NO: 12. 

In the pending claims, "BCRP" is used to denote the genus of Breast Cancer Resistance 
Proteins, while "human or murine BCRP" is used to denote the species-specific Breast Cancer 
Resistance Protein, huBCRP or mBCRP. The instant claims specifically include references to 
"human BCRP" or "huBCRP" and "murine BCRP" or "mBCRP," where appropriate, to refer to 
species-specific BCRPs and their respective SEQ IDs as set forth in the specification. 

In view of the teaching in the specification clearly and distinctly describing species- 
specific BCRP with reference to SEQ ID, there is no need to include those SEQ ID numbers in 
the claims. 

//. Patentability of Claims 16, 22-24, and 29-34 Under 35 U.S.C. § 112, f 1. 
Applicant respectfully submits that the Examiner erred in rejecting these claims under 35 
U.S.C, § 112, 1. The Examiner states that these claims are rejected under § 112, ^ 1 for "the 
same reasons set forth in the previous Office Action, mailed 11/07/06. This is a New Matter 
Rejection." Office Action mailed May 14, 2007 at 3, ^ 6 (emphasis in the original). The 
Examiner concedes that the specification and claims as originally filed support an "antibody that 
recognized an extracellular portion of BCRP, wherein said extracellular portion of the BCRP is 
in its natural conformation" but alleges that the claim language: 
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wherein the antibody binds to living MCF-7 or 3T3 cells expressing 
BCRP on their surface; wherein the antibody does not bind to living 
MCF-7 cells that do not express BCRP on their surface; and wherein 
the antibody does not bind to denatured BCRP (Claim 16) 

"represent(s) a departure from the specification and the claims as originally filed and applicant 
has not pointed out where the support come(s) from." Office Action mailed November 7, 2006 
at3,T17. 

Support for the language in amended claim 16 may be found throughout the application 
as filed such as, for example, at page 39, line 5 thru page 40, line 2, which describes: (1) the 
generation of hybridomas fi'om mice immxmized with 3T3-BCRP cells, (2) screening of the 
hybridomas with MCF-7 cells, both transduced with an amphotrophic HaBCRP vector (screen) 
and imtransduced (back-screen), and (3) production of BCRP-specific antibodies. Further 
support for the recited claim language may be found at page 22, line 26 thru page 24, line 17, 
which describes (1) methods for producing BCRP antibodies involving use of 3T3 and MCF-7 
cells and (2) the use of transduced living cells to increase the probability of detection by the 
immune system of external huBCRP epitopes in their native conformation rather than internal 
epitopes or denatured epitopes. Support is also found at page 23, lines 13-16 where the 
following is stated: "[t]he strategy of using living cells transduced with the vector increases the 
probability that the immune system will detect external huBCRP epitopes in their native 
configuration, rather than epitopes that are internally located in the cells, or epitopes only present 
in denatured protein." 

Because the specification as filed contained the above description of antibodies that bind 
to an extracellular portion of a human or mouse BCRP, which antibodies bind to the extracellular 
portion of BCRP in its natural conformation and to living MCF-7 or 3T3 cells expressing BCRP 
on their surface and which antibodies do not bind to living MCF-7 cells that do not express 
BCRP on their surface and do not bind to denatured BCRP, no ''new matter" was added by 
Applicant's amendments to claim 16 and there can be no dispute that the specification 
demonstrates that Applicant was in possession of what was claimed at the time the apphcation 
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was filed. Reiffin v. Microsoft Corp., 214 F.3d 1342, 1345-46, 54 USPQ2d 1915 (Fed. Cir. 
2000). 

///. The Rejection of Claims 16, 22, and 31-34 Under 35 U.S.C § 102(e) in view 
of the '277 Patent. 

Applicant respectfully submits that the Examiner erred in rejecting claims 16, 22 and 31- 
34 under 35 U.S.C. § 102(e) in view of the '277 patent. The Examiner alleges that the '277 
patent teaches polyclonal and monoclonal antibodies that bind to a BCRP. While the Examiner 
concedes that the *277 patent does not expressly disclose antibodies that (1) bind to an 
extracellular portion of a BCRP and (2) do not bind to a denatured BCRP, the Examiner alleges 
that such functional limitations are inherent properties of the antibodies taught by the '277 patent 
"because the referenced antibody was obtained against the same antigen as claimed." Office 
Action mailed May 14, 2007 at 4. The Examiner further alleges that Applicant bears the burden 
of proving a lack of inherent properties in the cited art given the lack of laboratory facilities at the 
USPTO. Id, (citing In re Best, 195 USPQ 430, 433 (CCPA 1977); In re Marosi, 218 USPQ 289, 
292-93 (Fed. Cir. 1983); In re Fitzgerald et al, 2005 USPQ 594 (CCPA 1980)). 

Applicant respectfully submits that the Examiner is wrong in rejecting claims 16, 22 and 
31-34 under 35 U.S.C. § 102(e) in view of the '277 patent. The elements of those claims are not 
disclosed in the '277 patent under a theory of inherency. Moreover, the Examiner bears the 
burden of proving anticipation imder a theory of inherency by providing a rationale or evidence 
that supports inherent anticipation, as set forth in the MPEP at § 21 12, ^ IV. This is not a matter 
of having adequate laboratory facilities, but one involving a complete lack of technical reasoning 
or evidence showing that the claimed features are inherently present in the prior art. 

a. Legal framework for anticipation by inherency. 

The Examiner bears the burden of "provid[ing] rationale or evidence tending to show 
inherency." As stated in the MPEP, 

In relying upon the theory of inherency, the examiner must provide a basis in fact 
and/or technical reasoning to reasonably support the determination that the 
allegedly inherent characteristic necessarily flows from the teachings of the applied 
prior art. 
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MPEP § 2112 H IV (quoting Ex parte Levy, 17 USPQ2d 1461, 1464 (B.P.A.I. 1990) 
(reversing the Examiner on the basis that the Examiner did not provide objective evidence 
or cogent technical reasoning to support the conclusion of inherency)) (emphasis added and 
in the original). 

To anticipate under a theory of inherency, the prior art must " necessarily function [] in 
accordance with, or include 1], the claimed limitations . . . Atlas Powder Co. v. IRECO Inc,^ 
190 F.3d 1342, 1347, 51 USPQ2d 1943 (Fed. Cir. 1999) (emphasis added). Results must be the 
necessarv consequence of what is deliberately intended. MEHL/Biophile Intl Corp, v. 
Milgraum, 192 F.3d 1362, 52 USPQ2d 1303 (Fed. Cir. 1999) (emphasis added). "A Umitation or 
the entire invention is inherent and in the public domain only if it is the 'natural result flowing 
from' the explicit disclosure of the prior art." Perricone v. Medicis Pharm. Corp., 432 F.3d 
1368, 1377, 77 USPQ2d 1321 (Fed. Cir. 2005) (quoting Schering Corp, v. Geneva Pharms., Inc., 
339 F.3d 1373, 1379, 67 USPQ2d 1664 (Fed. Cir. 2003)) (emphasis added). 

Occasional results are not, however, inherent. MEHL/Biophile, 192 F.3d at 1365. "The 
fact that a certain result or characteristic may occur or be present in the prior art is not sufficient 
to establish the inherency of that result or characteristic." MPEP § 21 12 (quoting In re Rijckaert, 
9 F.3d 1531, 1534 (Fed. Cir. 1993) (reversing rejection because inherency was based on what 
would result due to optimization of conditions, not what was necessarily present in the prior art)) 
(citing In re Oelrich, 666 F.2d 578 (CCPA 1981)) (emphasis added). 

"An invitation to investigate is not an inherent disclosure" where a prior art reference 
"discloses no more than a broad genus of potential applications of its discoveries." Metabolite 
Labs., Inc. v. Lab. Corp, of Am, Holdings, 370 F.3d 1354, 1367, 71 USPQ2d 1081, 1091 (Fed. 
Cir. 2004) (explaining that "[a] prior art reference that discloses a genus still does not inherently 
disclose all species within that broad category" but must be examined to see if a disclosure of the 
claimed species has been made or whether the prior art reference merely invites further 
experimentation to find the species). 

"To establish inherency, the extrinsic evidence *must make clear that the missing 
descriptive matter is necessarily present in the thing described in the reference, and that it would 
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be so recognized by persons of ordinary skill. Inherency, however, mav not be established by 
probabilities or possibilities . The mere fact that a certain thing mav result from a given set of 
circumstances is not sufficient.'" MPEP § 2112 T| IV (quoting In re Robertson, 169 F.3d 743, 
745 (Fed. Cir. 1999)) (emphasis added) (citations omitted). There can be no anticipation where 
the record does not show conclusively that the prior art produced the claimed subject matter. 
Schering, 339 F.3d at 1378. 

b. The *277 patent does not disclose antibodies that bind to an 
extracellular portion of BCRP and that do not bind to denatured 
BCRP. 

Contrary to the Examiner's assertions, the burden is on the PTO to prove invalidity by 
inherency. MPEP § 21 12 ^ IV. Thus, the PTO must show, either "by rationale or evidence," that 
the '277 patent necessarily discloses antibodies that "bind[] to an extracellular portion of a Breast 
Cancer Resistance Protein (BCRP)" and/or "do[] not bind to denatured BCRP" as recited in the 
instant claims. By failing to present any rationale or evidence supporting a theory of inherent 
anticipation, the Examiner has failed to meet the burden of establishing a prima facie case for 
inherent anticipation. 

The '277 patent discloses that "[a] polyclonal antibody capable of binding to BCRP can 
be prepared by immunizing a mammal with a preparation of BCRP or functional derivative of 
BCRP." (Col. 4, lines 50-52; emphasis added). The '277 patent also discloses that 
"[monoclonal] antibodies can be produced by immunizing splenocytes with activated BCRP." 
(Col, 4, lines 54-57; emphasis added; citation omitted). Thus, the '277 patent does not, in fact, 
disclose the actual generation of any antibody, let alone one that would necessarily bind to an 
extracellular portion of BCRP and not to denatured BCRP. This omission in the '277 patent is 
significant because there is nothing within the '277 patent from which one skilled in the art could 
deduce to what portion (if any) of BCRP the disclosed antibody would bind. Thus, the '277 
patent does not "make clear that the missing descriptive matter is necessarily present in the thing 
described in the reference." MPEP § 2112 IV (emphasis added). The '277 patent offers no 
clue regarding the highly variable functional attributes possessed by antibodies binding to BCRP. 
On the contrary, the claims at issue in this case are defined by specific functional attributes, none 
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of which are discussed or even suggested in the '277 patent. Further, the Examiner offers no 
rational basis for concluding that these functional attributes are "necessarily present" in the 
antibodies disclosed in the *277 patent. 

Applicant does not claim antibody that binds to BCRP. Applicant specifically claims 
antibodies that, inter alia, bind to an extracellular portion of a BCRP and do not bind to a 
denatured BCRP. The mere possibility that an antibody generated by the methods suggested in 
the '277 patent might bind to "an extracellular portion of a BCRP" and/or might not bind "to 
denatured BCRP" is not sufficient to establish that antibodies generated by the methods disclosed 
in the '277 patent would necessarily possess those activities. Thus, the '277 patent cannot be 
said to inherently disclose the antibodies of instant claims 16 and 22. 

Indeed, as pointed out by Dr. Sarkadi in his Declaration (filed Oct. 28, 2003), the '277 
patent teaches antibodies prepared against a purified protein, not against a BCRP in its natural 
conformation . This is critical because BCRP adopts a "very different" conformation upon 
purification as compared to its natural conformation within the context of a cell membrane. 
Also, as Dr. Sarkadi emphasized, "with respect to the extracellular domain of BCRP, it is 
important to note that BCRP forms a homodimer. The BCRP homodimer would be expected to 
adopt a very different conformation than the monomeric purified protein or purified protein 
fragment. As a result, any antibody generated against a purified BCRP protein, or fi-agment of a 
BCRP protein would not be expected to recognize the extracellular domain of the BCRP protein 
in its natural conformation embedded in the cell membrane." (Sarkadi Declaration ]f5). It is 
clear that antibodies raised against a purified protein, as disclosed in the '277 patent, would not 
necessarily bind to and, in fact, would most probably not bind to, the extracellular portion of a 
BCRP. Thus, the '277 patent cannot be said to inherently disclose antibodies according to the 
presently claimed invention. 

Furthermore, as Dr. Sarkadi explained in the Supplemental Declaration (filed Feb. 22, 
2005), "[a]s antibodies can recognize conformational epitopes, the three-dimensional structure is 
critical for production and recognition of an epitope composed of a specific domain (e.g^., 
extracellular portion) in a particular conformation (e.g., the natiu-al conformation)." (Sarkadi 
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Supplemental Declaration ^[5). In support of his Supplemental Declaration, Dr. Sarkadi 
discussed his 2004 publication (Ozvegy-Laczka et al., submitted with the Supplemental 
Declaration) wherein it was demonstrated that the binding of antibody 5D3 to an extracellular 
epitope of BCRP in its natural conformation "is dependent upon the actual conformation within 
the transport cycle of this multidrug resistance protein. In contr£ist, an antibody generated against 
an N-terminal intracellular epitope of BCRP (i.e, BXP-21) cannot recognize BCRP in a living 
cell." (Sarkadi Supplemental Declaration ^7), Thus, Dr. Sarkadi concludes that "this method is 
essential to producing an antibody which recognizes an extracellular portion of BCRP in its 
natural conformation." Id 

Because the '277 patent does not disclose, either expressly or inherently, antibodies or 
methods for preparing antibodies that necessarily "bind[] to an extracellular portion of a Breast 
Cancer Resistance Protein (BCRP)" and/or "do[] not bind to denatured BCRP," the '277 patent 
does not anticipate any of the instant claims. 

c» With respect to claims 31-34, the *277 patent does not disclose the 
claimed antibody. 

As explained above with respect to claims 16 and 22, the '277 patent does not inherently 
disclose an antibody or methods for preparing antibodies that necessarily "bind[] to an 
extracellular portion of a Breast Cancer Resistance Protein (BCRP)" and/or "do[] not bind to 
denatured BCRP." Because claims 31-34 claim an antibody having these functional properties, 
they are not anticipated by the '277 patent for the same reasons set forth above with respect to 
claims 16 and 22. 

The Examiner alleges that, since claims 31-34 are directed to a product, the patentability 
of the product does not depend on its method of production. Office Action of May 14, 2007 at 4 
(citing In re Thorpe, 227 USPQ 964, 966 (Fed. Cir. 1985); MPEP § 2113)). The Examiner 
further cites Noelle v. Lederman, 355 F.3d 1343, 69 USPQ2d 1508 (Fed. Cir. 2004), arguing that 
the '277 patent "disclosed a fully characterized BCRP antigen by its structure." Id. at 5. Both 
cases are inapplicable in the present situation because the Examiner has failed to meet his burden 
of establishing a prima facie case of unpatentablity of the product claimed in claims 31-34. 
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Thorpe, 111 F.2d 695, 697 ("The burden of presenting a prima facie case of unpatentability 
resides with the PTO . . . .")• The product claimed in claims 31-34 is not just any antibody, but 
one that "binds to an extracellular portion of a Breast Cancer Resistance Protein (BCRP)" and/or 
"do[es] not bind to denatured BCRP." The Examiner has not shown the existence of this product 
in the prior art and has not provided any rationale why this product would be inherent in the cited 
art. Thus, claims 3 1-34 are not anticipated by the art cited by the Examiner. 

IV. The Rejection of Claims 16, 22-24, and 29-34 Under § 102(e) in view of the 
'933 Patent 

a. The *933 patent does disclose antibodies that bind to an 

extracellular portion of BCRP and that do not bind to denatured 
BCRP. 

The Examiner's rejection of claims 16, 22-24, and 29-34 under § 102(e) in view of the 
'933 patent is flawed for many of the same reeisons stated above with respect to the '277 patent. 
In short, much like the '277 patent, the '933 patent also fails to disclose an antibody or methods 
for preparing antibodies that necessarily "bind[] to an extracellular portion of a Breast Cancer 
Resistance Protein (BCRP)" and/or "do[] not bind to denatured BCRP." These elements 
establish novelty of claims 16, 22-24, and 29-34 under § 102 over the '933 patent. 

The Examiner alleges that the '933 patent teaches a polyclonal and monoclonal antibody 
that binds to BCRP. Office Action of May 14, 2007 at 5. While the Examiner concedes that the 
'933 patent does not expressly disclose antibodies that (1) bind to an extracellular portion of a 
BCRP and (2) do not bind to a denatured BCRP, the Examiner alleges that such functional 
limitations are inherent properties of the antibodies taught by the '933 patent "because the 
referenced antibody was obtained against the same antigen as claimed." Id, The Examiner 
further alleges that the burden is on Applicant to prove otherwise given the lack of laboratory 
facilities at the USPTO. Id, (citing In re Best, 195 USPQ 430, 433 (CCPA 1977); In re Marosi, 
218 USPQ 289, 292-93 (Fed. Cir, 1983); In re Fitzgerald, 2005 USPQ 594 (CCPA 1980)). For 
many of the same reasons already stated above with respect to the '277 patent, the Examiner's 
arguments are flawed. 
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The '933 patent discloses that "[a] variety of protocols for detecting and measuring the 
expression of BCRP, using either polyclonal or monoclonal antibodies specific for the protein are 
known in the art." (Col. 16, lines 16-18; emphasis added). Thus, the '933 patent does not, in 
fact, disclose any antibody. Rather, the '933 patent discloses assay systems such as "enzyme- 
linked immunosorbent assay (ELISA), radioimmunoassay (RIA), and fluorescence activated cell 
sorting (FACS)" that could be employed to detect the expression of BCRP "using either a 
polyclonal or monoclonal antibod[y]." Appellant submits that such prophetic disclosure of 
purely hypothetical antibodies does not support the Examiner's assertion that antibodies 
disclosed in the '933 patent would necessarily "bind[] to an extracellular portion of a Breast 
Cancer Resistance Protein (BCRP)" and/or "not bind to denatured BCRP" as recited in the 
instant claims. There is nothing within the '933 patent from which one skilled in the art could 
deduce to what, if any, portion of BCRP an antibody disclosed in the '933 patent would bind. 
Thus, the '933 patent does not "make clear that the missing descriptive matter is necessarily 
present in the thing described in the reference." 

Appellant once again refers to the Sarkadi Declaration where it is explained that 
antibodies raised against a purified protein, as disclosed in the '933 patent, would not necessarily 
bind to and, in fact, would most probably not bind to, the extracellular portion of a BCRP. And 
contrary to the Examiner's assertions, the burden is on the PTO to prove invalidity by inherency. 
MPEP § 2112 H IV. Thus, the PTO must show that the '933 patent necessarily discloses 
antibodies that "bind[] to an extracellular portion of a Breast Cancer Resistance Protein (BCRP)" 
and/or "do|] not bind to denatured BCRP" as recited in the instant claims. The Examiner has 
failed to meet this burden. 

b. With respect to dependent claims 23, 24, and 29, the *933 patent 
does not expressly or inherently disclose antibodies that are 
chimeric^ humanized^ or attached to a detectable label. 

Because claims 23, 24, and 29 depend from claim 16, they are patentably distinct from 

the '933 patent on the grounds asserted above with respect to claim 16. By including further 

elements describing antibodies that are chimeric, humanized, or attached to a detectable label, 

claims 23, 24, and 29 are fiuther distinct from the '933 patent. The '933 patent fails to disclose 
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an antibody or methods for preparing antibodies that "bind[] to an extracellular portion of a 

Breast Cancer Resistance Protein (BCRP)" and/or "do[] not bind to denatured BCRP" where 

those antibodies are also "chimeric" (claim 23), "humanized" (claim 24), or "attached to a 

detectable label" (claim 29). For these additional reasons, claims 23, 24, and 29 are patentably 

distinct from the '933 patent. 

c. With respect to claims 31-34, the ^933 patent does not disclose the 
claimed antibody. 

As explained above with respect to claims 16, 22-24 and 29-34, the '933 patent does not 
inherently disclose an antibody or methods for preparing antibodies that necessarily "bind[] to an 
extracellular portion of a Breast Cancer Resistance Protein (BCRP)" and/or "do[] not bind to 
denatured BCRP." Because claims 31-34 claim an antibody having these functional properties, 
they are not anticipated by the '933 patent for the same reasons set forth above with respect to 
claims 16 and 22-24. 

The Examiner alleges that, since claims 31-34 are directed to a product, the patentability 
of the product does not depend on its method of production. Office Action of May 14, 2007 at 5- 
6 (citing Thorpe, 227 USPQ at 966; MPEP § 2113)). The Examiner further cites Noelle v, 
Lederman, 355 F.3d 1343, 69 USPQ2d 1508 (Fed. Cir. 2004) arguing that the '933 patent 
"disclosed a fully characterized BCRP antigen by its structure." Id, at 4-5. Both cases are 
inapplicable in the present situation because the Examiner has failed to meet his burden of 
establishing a prima facie case of unpatentablity of the product claimed in claims 3 1-34. Thorpe, 
111 F.2d at 697 ("The burden of presenting a prima facie case of unpatentability resides with the 
PTO . . . ."). The product claimed in claims 31-34 is not just any antibody, but one that "binds to 
an extracellular portion of a Breast Cancer Resistance Protein (BCRP)" and/or "do[es] not bind 
to denatured BCRP." The Examiner has not shown the existence of this product in the prior art 
and has not provided any rationale why this product would be inherent in the cited art. Thus, 
claims 3 1-34 must be patentable over the cited references. 
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K The Rejection of Claims 16, 23, 24, and 29 Under § 103(a) as Allegedly 
Obvious over the '277Ppatent in view of Owens. 

a. Legal framework for obviousness. 

In this case, the Examiner has failed to set forth a prima facie case for obviousness for 
claims 16, 23, 24, and 29, Under Graham v. John Deere Co,, 383 U.S. 1 (1965), there are 
several basic factual inquiries that must be considered under 35 U.S.C. §103 in evaluating the 
obviousness of an invention: 

1 . The scope and content of the prior art; 

2. Differences between the prior art and the claims at issue; and 

3. The level of ordinary skill in the pertinent art. 
Graham,3S3 U.S. at 17. 

With respect to the first tv^o of these factors, MPEP § 2143.03 makes clear that: "[t]o 
establish prima facie obviousness of a claimed invention, all the claim limitations must be taught 
or suggested by the prior art. In re Royka, 490 F.2d 981, 180 USPQ 580 (CCPA 1974). 'AH 
words in a claim must be considered in judging the patentability of that claim against the prior 
art.' In re Wilson, 424 F.2d 1382, 1385, 165 USPQ 494, 496 (CCPA 1970)." 

Although the recent Supreme Court decision in KSR IntI Co, v. Teleflex Inc., Ill S.Ct. 
1727, 82 USPQ2d 1385 (2007) has relaxed the test for combining references, it made no change 
in the Graham factors or in the requirements noted above that all claim limitations must be 
taught or suggested by the prior art. The Supreme Court noted v^th approval In re Kahn, 441 
F,3d 977, 988 (Fed. Cir. 2006), which stated that "[r]ejections on obviousness grounds cannot be 
sustained by mere conclusory statements; instead, there must be some articulated reasoning with 
some rational underpinning to support the legal conclusion of obviousness." 

b. A prima facie case of obviousness cannot be made because the 
elements of claims 16, 23, 24, and 29 cannot be found in the ^277 
patent in view of Owens. 

Claims 16, 23, 24, and 29 stand rejected as allegedly obvious over the '277 patent in view 

of Owens et al, J. of Immunological Methods 75^:149-165 (1994) (hereinafter, "Owens"). The 

combination of the '277 patent and Owens, viewed as a whole, neither teaches nor suggests the 
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subject matter of claims 16, 23-24, and 29. As addressed in connection with the Examiner's 
rejection under § 102(e) and as conceded by the Examiner, the '277 patent "is silent" with 
respect to antibodies that (1) bind to an extracellular portion of a BCRP and (2) do not bind to a 
denatured BCRP. Office Action mailed May 14, 2007 at 4. Because Owens does not, inter alia, 
remedy these deficiencies in the '277 patent, none of claims 16, 23-24, and 29 can be obvious 
over the '277 patent in view of Owens. 

On the contrary, Owens' teachings with respect to antibodies are extremely generalized 
with respect to any antibody and fail to provide any guidance to the skilled artisan otherwise 
motivated to generate an antibody to BCRP. Assuming, arguendo, that the Examiner is correct 
in alleging that "it would have been prima facie obvious ... to produce the monoclonal antibody 
taught by US Patent '277 as chimeric, humanized antibody, taught by the Owens et al'' such a 
teaching would not have led the skilled artisan to Applicant's claimed invention because neither 
reference teaches or suggests an antibody that (1) binds to an extracellular portion of a BCRP and 
(2) does not bind to a denatured BCRP. 

The Examiner's allegations fail to appreciate the distinction between antibodies suggested 
in the '277 patent that are proposed to be generated against a purified BCRP versus antibodies 
that bind to an extracellular portion of a BCRP but not to a denatured BCRP. As discussed 
above in reference to Dr. Sarkadi's Declaration, "any antibody generated against a purified 
BCRP protein, or fragment of a BCRP protein would not be expected to recognize the 
extracellular domain of the BCRP protein in its natural conformation embedded in the cell 
membrane." (Sarkadi Declaration ^[5). 

Because the '277 patent fails to teach or suggest antibodies that (1) bind to an 
extracellular portion of a BCRP and (2) do not bind to a denatured BCRP, and because Owens 
fails to remedy this deficiency. Appellant respectfully submits that each of claims 16, 23-24, and 
29 are nonobvious over the '277 patent in view of Owens when these references are viewed for 
the whole of their teachings. 
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With respect to claims 23, 24, and 29, the Examiner concedes that the '277 patent does 
not teach an isolated antibody wherein the antibody is chimeric (as recited in claim 23) or 
humanized (as recited in claim 24) or attached to a detectable label (as recited in claim 29). 
Office Action mailed May 14, 2007 at 7. The Examiner alleges, however, that Owens remedies 
these deficiencies by teaching modification of murine antibodies such as chimeric antibodies, 
single chain antibodies, humanized antibodies, or attaching a detectable label to an antibody. Id, 
Thus, the Examiner alleges that it would have been obvious to a person having skill in the art to 
combine the teachings of the '277 patent and of Owens to achieve Applicant's invention and that 
the person of skill in the art would have been motivated to make such a combination because of 
the various advantages of each antibody type over unmodified antibodies, and that they would 
have had a reasonable expectation of success in doing so. Because, however, Owens does not 
remedy any of the deficiencies noted in the '277 patent, claims 23, 24, and 29 cannot be obvious 
over the combination of the '277 patent and Owens. 

VI. The Rejection of Claims 16 and 30 Under § 103(a) as Allegedly Obvious 
over the '277 patent or the '933 patent each in view of the '061 Patent in 
view of Owens 

a. A prima facie case of obviousness cannot be made because the 
elements of claims 16 and 30 cannot be found in the '277 patent^ 
the '933 patent, the '061 patent, or in Owens. 

Claims 16 and 30 stand rejected as allegedly obvious over either the '277 patent or the 

'933 patent in view of U.S. Patent No. 4,281,061 (the '061 patent) in view of Owens. As 

addressed above in cormection with the Examiner's rejection under § 102(e), and as conceded by 

the Examiner, the '277 patent and the '933 patent "are silent" with respect to antibodies that (1) 

bind to an extracellular portion of a BCRP and (2) do not bind to a denatured BCRP. Office 

Action mailed May 14, 2007 at 4, 5. Because neither the '061 patent nor Owens remedies these 

deficiencies in the '277 and '933 patents, neither claim 16 nor claim 30 can be obvious over the 

'277 patent or '933 patent in view of the '061 patent or Owens. On the contrary, the '061 

patent's teachings with respect to "pharmaceutical compositions provided as kits" are extremely 

generalized with respect to any double antibodies for enhanced sensitivity in immunoassays, and 
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fail to provide any guidance to the skilled artisan otherwise motivated to generate a kit 
comprising an antibody to BCRP. 

Assuming arguendo that the Examiner is correct in alleging that "[o]ne of ordinary skill 
in the art at the time of the invention was made . . . [would have been motivated to assemble] the 
reagents in a kit format" as allegedly taught by the '061 patent, such a teaching would not have 
led the skilled artisan to Applicant's claimed invention because the *061 reference neither teaches 
nor suggests an antibody that (1) binds to an extracellular portion of a BCRP and (2) does not 
bind to a denatured BCRP. 

The Examiner's allegations fail to appreciate the distinction between antibodies suggested 
in the '277 and '933 patents that are proposed to be generated against a purified BCRP versus 
antibodies that bind to an extracellular portion of a BCRP but not to a denatured BCRP. As 
discussed above in reference to Dr. Sarkadi's Declaration, "any antibody generated against a 
purified BCRP protein, or fragment of a BCRP protein would not be expected to recognize the 
extracellular domain of the BCRP protein in its natural conformation embedded in the cell 
membrane." (Sarkadi Declaration 1f5), 

Because the '277 patent and the '933 patent both fail to teach or suggest antibodies that 
(1) bind to an extracellular portion of a BCRP and (2) do not bind to a denatured BCRP and 
because the '061 patent and Owens fail to remedy this deficiency, Appellant respectfully submits 
that each of claims 16 and 30 are nonobvious over the '277 patent or the '933 patent in view of 
the '061 patent when these references are viewed for the whole of their teachings. 

With respect to claim 30, the Examiner concedes that neither the '277 patent nor the '933 
patent teaches a kit. Office Action Mailed May 14, 2007 at 8. The Examiner alleges, however, 
that the '061 patent remedies that deficiency by teaching that reagents of pharmaceutical 
compositions can be provided as kits. Id Thus, the Examiner alleges that it would have been 
obvious to combine the teachings of either of the '277 or '933 patents with the kit of the '061 
patent to achieve Applicants' claimed invention. Id. The combination of either the '277 patent or 
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the '933 patent in view of the '061 patent or Owens neither teaches nor suggests the subject 
matter recited in claiim 30. 

Dated: November 14, 2007 Respectfully submitted, 



Gary M. Mylgg/ ^ 
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DARBY & DARBY P.C. 
P.O. Box 770 
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New York, New York 10008-0770 
(206) 262-8927 
(212) 527-7701 (Fax) 
Attorneys/ Agents For Applicant 
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APPENDIX A 

Claims under appeal: 

1 6. An isolated antibody that binds to an extracellular portion of a Breast Cancer 
Resistance Protein (BCRP) selected from the group consisting of human BCRP_(huBCRP) or 
murine BCRP (mBCRP); wherein the extracellular portion of the BCRP is in its natural 
conformation; wherein the antibody binds to living MCF-7 or 3T3 cells expressing BCRP on 
their surface; wherein the antibody does not bind to living MCF-7 cells that do not express BCRP 
on their surface; and wherein the antibody does not bind to denatured BCRP. 

22. The isolated antibody of claim 16 wherein the isolated antibody is monoclonal. 

23. The isolated antibody of claim 16 wherein the isolated antibody is chimeric. 

24. The isolated antibody of claim 23 wherein the antibody is hiamanized. 

29. The isolated antibody of claim 16, operably attached to a detectable label. 

30. An immunodetection kit comprising, in suitable container means, the antibody 
according to claim 16 and an immunodetection reagent. 

3 1 . An isolated antibody that binds to an extracellular portion of a Breast Cancer 
Resistance Protein (BCRP) selected from the group consisting of human BCRP (huBCRP) or 
murine BCRP (mBCRP) generated by 

(i) immimizing an animal with 3T3 cells that express huBCRP or mBCRP in its 
natural conformation on the cell surface; 

(ii) selecting a hybridoma that secretes antibodies that bind to MCF-7 cells that 
express huBCRP or mBCRP in its natural conformation on the cell surface, said antibodies do 
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not bind to MCF-7 cells that do not express huBCRP or mBCRP in its natural conformation on 
the cell surface, and do not bind to denatured BCRP; and 

(iii) isolating an antibody from the hybridoma selected in step (ii). 

32. The antibody of claim 31, which is generated in a mouse and wherein the BCRP is 
human BCRP. 

33. An isolated antibody that binds to an extracellular portion of a Breast Cancer 
Resistance Protein (BCRP) selected from the group consisting of human BCRP (huBCRP) or 
murine BCRP (mBCRP) generated by isolating an antibody from a hybridoma that secretes 
antibodies that bind to MCF-7 cells that express huBCRP or mBCRP in its natural conformation 
on the cell surface, said antibodies do not bind to MCF-7 cells that do not express huBCRP or 
mBCRP in its natural conformation on the cell surface, and said antibodies do not bind to 
denatured BCRP, and wherein the hybridoma is generated from an animal immunized with 3T3 
cells that express huBCRP or mBCRP in its natural conformation on the cell surface. 

34. The antibody of claim 33, wherein the animal is a mouse and the BCRP is human 

BCRP. 
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APPENDIX B - EVIDENCE 

Sarkadi Declaration - OIPE date stamped October 28, 2003 

Sarkadi Supplemental Declaration - OIPE date stamped February 22, 2005 



{S:\02427\1203347us2\80143446.DOC IHIIIinniHIiiniH } 



23 



2003 10/27 11:57 FAX 36 1 372 4353 
10/21/03 11:20 FAZ S59 StO 1454 



OGYK M0L.SE4TBI0L.0SZT, 
LXGATA & TYRRELL 



{21002 
aOO2/022 




Aj'^^ TOE TJKITED STA7SS AMD TSUU3XMiaUC 

A^f^^-ney Docket No, t 8J«0015 



Inventore : 



Sorsfttnt:dLno and Scbueta! 



serial No. : 



09/866,866 



Filing Date: 



Examiner : 



Xri* QdLan J* 



Group Art Unite 



1632 



Tide: 



Mtttliod o* Iden'tifyixxgr «ad/or Isolating 
Stem Cells and Pro^o^&^g Responei^enens 
t:o Xieukexnia Tr^iatzneat 
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1. 1/ Dr. Bala29 Sarkadi, M.D., Pli.D. am a medical doctor 
affiliated with National Medical Center in Budapest, Hungary. 
Based upon my qualifications aa set forth in tUe att.ached 
curricuXutn vitae and list of pvil)l i cat ions ^ I am an expert in the 
field of ABC transporters, especially as it pertains to th.« 
generation of anti):7odies to ABC transport proteins including 
BCRP, 

2. I have reviewed the Office action issued in this case 
dated May 21^ 2003. 1 have further reviewed and understand the 
prior art methods taught by Ross (U.S. Patent 6,313,277) and 
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Niman (U.5. Patent S, 3^3,247) as identifleci by the Examiner in 
the Office action. 

3. As of the priority dates of May 31, 2000 there vas no 
method known in the art to reliably produce an isolated antibody 
that recognizes an extracellular portion of the ASC transporter 
BCRP(ABCG2) in a living aall. one of sldLll in this field would 
not have expected that conventional methods available for 
generating antibodies as of May 31, 2000 could be used to 
generate aui antibody that would specifically recognize the 
extracellular portion of BCRF on a cell- 

4. In particular, someone skilled in the field of antibody 
production would not have reasoneibly expected to be able to 
produce an antibody that recognises the extraoallular portion of 
BCRP in its natural conformation/ using the prior art methods 
taught by I^oss (U.S* Patent 6,313,277) and Niman (U,S, Patent 
5,563,247), as suggested by the Examiner. 

5. Ross teaches antibodies prepared against a pxirifxed 
protein, A purified protein can have a vary different 
conformation than the conformation that exists when the protein 
ie in its natixral state (i.e. natural conformation) . ABC 
transporter proteins, particularly including BCRP, adopt a very 
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different conformation when they axe purified con^ared to their 
natural conformation imbed<ied in the cell mettibrane . With respect 
to the extracellular domain of BCRP, it is important to note that 
BCRP forms a homodimer. I'he BCRP homodimer would be eacpected to 
adopt a very different oonformation than the monoraeric purified 
protein or purified protein fragment. As a result, any antil:>ody 
generated against a purified BCRP protein, or fragment of a BCRP 
protein .would not be expected to recogni«e the extracellular 
domain of the BCRP protein in its natural conformation embedded 
in the cell membrane. 

6 . The Niman reference discloses a method o£ making an 
antibody to a cell surface protein by using a whole cell 
technique- This general technique of using whole cells as 
immunogeng to generate antibodies to extracelXular epitopes of 
cell membrane proteins does not worJc well for ABC transporter? , 
ABC transporters, particularly those such as BCRP, are only 
weaJcly expressed and have only a few small extracellular domains 
which are poor targets for antibodies. Therefore, the 
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method for generating antibodies disclosed in Nlman would not be 
expected to successfully generate antibodies to the extracellular 
domain of BCRP, 



X iiejreby declare tiaat all statements Jaex-eln a£ our own 
JcaawledB^ ajre tram And ciiat all statements made on inJformation or 
Jbeliejf are believed to be true/ and further that the^re firtatements 
vtrex-e jT^ade with the kxiowlmdgm that wiiifpl statements and the like 
so inade are punishable by finm or by latprlsonincnt, or both under 
§1002 ojf Title IS at the United fiftatee Code, and that such 
willful st^temmnzs way jec^par-dlare the validity o£ the 
application, any patent ismuingr there upon, or any patent to 
which this verified statement is dlrected- 





Pr. Balazs Sarkadi, M.D 
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SUPPIiBMENTAL DBCIABATXOH 



1- I, Dr- Balazs Sarkadi, M.D,, Ph.D., submit this 
declaration to supplement my Declaration dated October 2*?, 2003, 
wherein I identified myself as an expert in the field of ABC 
transporters, especially as it pertains to the generation of 
antibodies to ABC transport proteins including BCRP/ as evidenced 
by my curriculum vitae and list of publications. 

2. I have reviewed the Office Action issued in this case 
dated October 21, 2004, 1 have further reviewed and understand 
the prior art methods taught by Ross (U.S. Patent No. 6,313,277) 
and Mechetner et ai . (U,S. Patent No, 5,994,088) as identified by 
the Examiner in the Office Action, 

3* As stated in my previous Declaration, I maintain that at 
as of the priority date of May 31, 2000 there was no reiiaJbie 
method known in the art for producing an isolated antibody that 
recognizes an extracellular portion of the ABC transporter BCRP 
in a living cell. The production of antibodies to any ABC 
transporter can only be evaluated on a case-by-case ba3is as 
these proteins, while falling within the superfamily of ABC 
transporters, have individually distinct topologies, post- 
translational modifications, and protein-protein interactions 
which may affect their antigenicity, 

4. One of skill in the art of antibody production would have 
appreciated at the time of filing of present application that, 
while it would be reasonable to try the various methods known in 
the art/ the reasonable expectation of successfully producing an 
antibody that recognizes the extracellular portion of BCRP in its 
natural conformation could not be anticipated. 

5. As stated in my previous Declaration, Ross suggests an 
antibody prepared against a purified BCRP protein. Such a 
purified protein would not be expected to adopt the three- 
dimensional structure of BCRP as it is found in the cell membrane 
where it is a ha If -transporter that forms a fully functional 
homodimer. As antibodies can recognize conformational epitopes, 
the three-dimensional structure is critical for production and 
recognition of an epitope composed of a specific domain (e.g., 
extracellular portion) in a particular conformation (e.g./ the 
natural conformation) . 
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6. While the Mechetner et al- reference describes a cell- 
based method for producing an antibody to an ABC transporter, 
this single success does not change my view on the need to assess 
any particular method for producing an antibody to an ABC 
transporter on a caso-by-case basis. Only when an antibody is 
actually produced to a particular ABC transporter can the method 
used be validated for the production of an antibody to that 
particular ABC transporter, in particular when a specific domain 
(e.g., extracellular portion) and conformation (e.g., the natural 
conformation) is desired. 

7, In my recent publication (Ozvegy-Laczka, et al - (Dec. 
2004) J. Biol. Chem, r submitted herewith), I have used an 
antibody produced in accordance with the method of U.S. Patent 
Application Serial No. 09/866,866, {i.e., 5D3) and shown that the 
interaction of 5D3 with BCRP in intact cells is dependent upon 
the actual conformation within the transport cycle of this 
multidrug resistance protein. In contrast, an antibody generated 
against an N-terminal intracellular epitope of BCRP (i-e-/ BXP- 
21) cannot recognize BCRP in a living cell. Therefore, this 
method is essential to producing an antibody which recognizes an 
extracellular portion of BCRP in its natural conformation, 

J hereby declare that all statements herein of our own 
knowledge are true and that all statements made on Information or 
Jbellef are believed to he true; and further that these statements 
were made with the knowledge that willful statements and the like 
so made are punishable by fine or by imprisonment^ or both under 
§1001 of Title IS or the United States Code^ and that such 
willful statements may jeopardize the validity of the 
appllcatioHr any patent issuing there upon, or any patent to 
which this verified statement is directed* 




Date: 




Dr. Balazs Sarkadi, M.D. Ph.D* 



Appeal Brief in re: Brian Sorrentino et. al. Docket No. 02427/1 203 347-US2 

U.S. Pat. App. Ser. No. 09/866,866 



APPENDIX C - RELATED PROCEEDINGS 

None. 
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